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Abstract 



Erythromycin cyclic carbamates I [R = (CH2)nR1; R1 = heteroaryl; Z = H, ester group; n = 3-5] were prepd. Thus, I [n = 4, 
R1 = 4-phenyl-1-imidazolyl, Z = Ac, II] was obtained by treating the 12-imidazolecarboxylate with 
4-(4-phenyl-1-imidazolyl)-1-butanamine. II had a min. inhibitory concn. against Staphylococcus aureus 011UC4 of 0.04 
ng/mL and also had activity against Haemophilus influenzae (no data). 
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(57) Abstract 

A compound represented by general formula [I) or a salt thereof, being extremely reduced in the decomposability by gastric 
juice as compared with other known erythromycin derivatives and having an excellent activity or promoting the movement of di- 
gestive tracts, wherein R, represents hydrogen or acyl; R 2 and R 3 may be the same or different from each other and each re- 
presents hydrogen, hydroxy, acyloxy or amino, or alternatively R 2 and R 3 are combined together to represent -O or 
m d d whcre,n R, ° re P rcsen ? Mrogen or lower alkyl; R4 represents hydrogen or lower alkyl; and Y represents 
NRsR* or «N + R 7 R 8 R 9 X\ wherein R 5 , R$, R 7t R 8 and R9 may be the same or different from one another and each repres- 
ents hydrogen, optionally substituted lower alkyl, lower alkenyl, lower alkynyl or cycloalkyl, or a 3- to 7-membered hetero- 
cyclic group containing oxygen, nitrogen or sulfur as the heteroatom, and X represents an anion, provided that a pair of R< 
and R« and a pair of R 7 and R 8 may be each combined with the adjacent nitrogen atom to represent azacycloalkyl 
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1. 4 1 g £flD;lT 5 0 *C CT 1 B RSI A/ L /c e 

15 It/;, :0^nD*^Aj|«$Jii*g8tHntK»Ls 

(150 : 1 :0. 1) ) CT*»lt3-7'fiA/-M-l 
2-0-^f-;i/-l 1 - * * V - 8 . 9-7ytFni'jxn 
20 v^fi/yA 6. 9 -^S**-* (fli£fc 1 0 ) ©fife©* 
1 5 2 ng (iR¥5 6 %) *»fc. 



25 
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its® 1 0 

10 



immrn i o j 

il&m 4 ( 2 5 0 ng) ? J 4 ^{CfSHLs •>* 4 V 7* 
n £ ;p x ^ /b 7 $ y 4 5 3 ig^J;tf7'nti^y -;H. 7 5 g 
15 £}JD;iT 5 O'CCTl BiaStt^fc. £M L tz 

'&Z>tltz%fe% 'J * a -7 y 7 < - [1 

: ^DD*H-^;-*-l7yU7* (8 0 : 
20 1 : 0. 1 ) ) CT»8LT2-M'n*i/if^-/fl/-l2 

- o - ^ ;u - l i - * * v - 8 , 9-?yk f'oii)xD7 
4>>yA 6, 9 $ V* -;Mtt&$) 1 l ) ©fifefc)* 
2 0 5 mg (iR$7 7 %) fcfcfc. 



25 
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it&m i i 

10 



mmw i i ) 

•fb£!fc 4 (270ng)©7^'JncihiJ;i/3 3 $181 

d©*un*;n>Jfjfc£*f*eK* h 'J *> 2*nn&L, 

fl'fc ft 'J **** n v h ^7 7 w - (K 
6fl$ft : ^DD*;i/A-^;-*-jg7yt-7* (2 0 0 
: 1 : 0. 1 ) ) Ct»aLT2-i'7>'lf^-M-l 2 - 
20 0 -^^-1 1-**V-B, 9-7ykKnx«J*n-9"f 
<>yA 6, 9 Sfr*-* 1 2 ) Ofifeft* 1 8 

9 Eg (M 6 5%) fcfcfc. 
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1 2 

10 



immm 1 2 ) 

$ A#i§8?Lfcl#, ««**»Lfc. Ib^«!l4 (1.0 

15 g) ZMS.. *&ca**l. 78g*jD*.fc. ^S#ffl^Ts 
*ftCT 4 B# IS gg A/ L /c ^ . h 'J $ i. 

3. 0 gijg7yti7*2.5rf*JllAfc*3 0 Ori^CaA^ 

^;-;i/-87 y * ~ 7 * (50 : l : o. l) ) izxn^L 

Tk'X ( f ( N - / * ;i/ ) J -12-0-^^^-1 1 - * * 
7-8, 9-?yt fniij;D7^yA 6. 9 - ^ $ >r 
HL£$3 1 3) CDfifefc}* 8 9 0 mg (M 9 0%) 

25 fc. 
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ft 6 ft 1 3 



10 

(gffiffi 1 3 ) 

1 3 ( 7 0 0 «) 9 J -;H 0 rte&flf U 
M $ 3 3 6 mgfc^tf 2 $ftxf-;i/& 1 g £Jn;iT 

5 o icct 6*iBiRa^i,fc. sjs*tt»ae*tfcax * n 

$<bftrt:^?££ f »J ***** n-7 - (KBBfttt : 0 

a u * JU J* - J f / - )U - & 7 y * ~7 (120 : 1 : 0. 1 ) ) 
C Tf&U I X V x * ;u - «>* y )\> - 1 2-0-^^-^-1 1 - * 
20 * V - 8 , 9-7ykKnx'j7.av>f->yA6. 9 - ^ $ * 

1 4 ) OfifeM 74«<IR*10K)*«fctf 
1 2-0-/f^- 1 1 - * * V - 8 . 9- 
7H Nl'JXD^OyA 6, J)-^***-* (ft £ 
% 1 5 ) ©SfelS* 1 7 2 Dg (JR9 2 4 %) *»fc. 



25 
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it&® 1 5 

CUM! 1 4 ] 

20 1 3 (995«g)*>^>'-^20«£C»Jj?Ls 5M 

V7'nt';nf;i/7 5n6 7 g & <fc 7 'J ^ 7' n § K 1. 7 2 
g £ flu AT 5 OtCtl 0 «# ^ « A/ L . 

25 »&nfc»Sti"J*y*^n7^77^- 
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20 

(KBfl$£ : 0 a u*)VJ*-t 9 J -^-£7 ^^7* (2 
0 0 : 1 : 0. 1 ) ) C T«» L T * 7 U ^ - «>V * - 1 2 - 0 
- / * - 1 1 - * * V - 8 . 9-?yt (•'DlUn^O 
6, 9 Ut£«3 1 6 ) ©&fetS*4 9 0 
5 ig (>R$ 4 4 %) *f§fc. 



10 




1 6 



15 

[%mm is) 

1 3 (4 4 Omg) £ * 9 J ~'H 0 rtCSf*? Ls E$ 
TksSi* I-HA15B ng£<fc 7 'J ^7'o $ K 0. 1 1 afi^Sn^. 
T 5 0 tCT 3«FlffliIttA,Lfc. KJSJRtt»jBEe*Lfcft. 0 

: ^aa*;Pi»-^^/-^-ilg7y ; e^7 7K (1 0 0 : 1 : 
0. 1 ) J iz X ft §3 L X 7 'J )i> - V J )\> - 1 2 - 0 - / ? ti> - ] 
25 1-^ + 7- 8, 9-7n f'DiU^OyA 6,9 
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1 7 



(HM 1 6 ) 

<fc£fj 6 ( 1 8 0 ng) «fctf ftK* Y >J $ A 9 8 ngO 8 0 % 

15 ^ ^ y -;i>/7k 3 5 o t canflu R«:a,tk. as 

x 9 1 iagimz.tz. c©fiK-e2i*Hfitt/,LfcjK ^©ibi» 

P H 8-9 C8#"f * fc«u 1 N*lHfc* h 'J $ J»*ig« 
*8t«lHlLfc. Rlfc«£tt7 y*^77k 1 2 0 a£ 

C&AU * n a *H/i»TtttB HJ S T' 

20 j»UfcS8*f!in>^v h 

^ 5 7 w - ( ! Bfl$tt : ?nn*;i/A-^;-;i/-87yf 
~ 7 7k (80 : 1 :0. 1) ) C T ft SI 1/ T 4 V 7* a * - V J 
;i/-12-0-^^;i/-l 1 - * * V - 8 . 9-7nFoi 
UnvO^A 6. (ft^ftl 8) (0 6 

25 7 0 og (JR$ 4 0 %) Jit. 
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ft*t! 1 8 



io immm 1 7 j 

ft£ft 3 (250«)*^nn*«/i,3«eK:JgjJ|Lx 3 $ ft 
^ 0 .9 6 **Jn*TgfflKT 4 I* H S tt A; L fc . KjfciR 

15 +V-8, 9-7yU'DiiJXD?OyA 6,9-^* 
* * ^A8-f; (ft^ft 1 9 ) © fifefft* 2 0 6 rag 

(«* 6 9 %) *f#fc. 
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turn® 1 8 ) 

fc£» 3 ( 2 5 Omg) £ J> o v *)UJ* 3 aJltzmigL. /da' 
;p+';P7'n § K 0. 2 1 rf*3Sni TSflC T 6 5181 ft tt ^ t fc , 

5 /Co ttlB*i-r^Tife#ft, $> 'J D7^77^- 
(£B3$H s ^no**A-^;-*-|7yti7* (1 
0 : 1 : 0. 1 ) ) CTI8LT1 2-0-/fJl/-l 1 - * * 
V - 8 . 9-7Vk|fDiijxn70yA 6. 9 - ^ * -!r 
^-;^nA';i/**ji/7nU' (M*2 0) 05618*] 9 8 
10 mg(JR$6 8%)£f#fc. 



15 




\t&%J) 2 0 



20 (SHIM19) 

tt£!fe3 (6 9 4mg) 0^D*H1 0«8iS«£*fcL, 

r«^tc % f y y o. 3 o «£> m^im^mmo. 3 0 «fi*sn 
1 5 a mat a, u $ &kisct 1 

25 L/C. C©^nn*;i/i»igiR*|8|DA«*Ta5»ftx }R*«K 
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24 



10 



15 



20 



;i/ x ;p * * •> K 0. 7 3 «e > •> £ a *\ * •> * jv *• << $ y 
5 8 8 mg©fi^ftOfifty f^l 0 ae$tt£s *»T. ^ U 
i/ ~t) J* h'J 7^^c7tf - h 5 5 0 nig £ j&D a. rt: ♦ g&£T 

h 'J nttlU »K*B*Lfc. »&*ifc»8 
£ > 'J * y ;i> 9 a v ^77^ - ( ® Bilit & : * u n * ;i/ £ - 
^y-^-fcTft-TJk^OO : 1 : 0. 1 ) ) KlTgi 
L T 2 ' -0-7tf;i/- 1 2-0-/fib-r , 1 1 - 
* * V - 8 . 9-7ybKniUD7^'>yA 6. 9 - ^ 

(ft^«2 1 ) ®efe»*4 2 8 mg (JR¥5 8 %) 



[%MW2 0 ) 

it&%)2 I ( 3 8 3 k) C^;-fl/5rfS«*fSCt2 
* y;u 9 a -7 Y V 7 7 a — { MM : 9 v xx * n, J» - / 9 J 




2 1 
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25 

-*-l7y^ 7* (200 : 1 : 0. 1) ) ZTft®LX 
12-0-/* )V -4", 1 1 -•>*** 7 - 8 , 9 - 7 V t K 
niyanv-ffi/yA 6, (ft^fe2 2) 

©6ft8*2 9 4« (W8 1«) 




ft£«3 2 2 

(HM2 1 ) 

is itsm 2 ( 2. 1 5 g ) ? j ->\> 3 o j&izmmb. mm%t 

mt^f HJ^7k3m££)jD;iTv MUIZT-UBL&A, Ltz, 

20 -;u-jg7>' : E^77K(70 : 1 : 0. 1 ) ) £T?f S3 LT 1 1 

- it * V - 8 . 9-7ykFDiiJXD70yA 6, 9 - 
(ft^«j2 3 ) ©&fe«J*l. 8 4 g (M9 3 %) 

25 
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ft£«9 2 3 



10 (H»W2 2) 

■fb-^% 2 3 ( 6 5 6 «) + M; $ J* 3 7 7 ng© 

8 o%^y l o n£M£ 5 o t £flnfi u fia^T 

a^f 3 5 OugillDi/:. C ©SSST' 2 Bf I tzi)U 

i©|B!»«*P H 8~9C«#t^fc»> 1 NTkgUb* b »J 9 

fe7 V*~7fc (30 : 1 :0. 1) ) CT»8LTf (N-> 

20 * * ) - l l - * * v - 8 , 9-rnFDiUD7oy 

A 6. 9 (ft^«J2 4 ) ©Sfef8*4 2 8 mg 

(«$6 6S*)*»fc. FAB-MS:m/z701 ( M H *) . 

ft^ft2 4 ( 2 0 5 « ) * ;* * / - * 5 ■£ C S JB L n 4 V 
7* n t' in f ^ 7 $ y 3 7 8 <fc 0 a 9 ft x * 1. 8 3 g $ 
25 im;LT 4 0 T CT 2 0 l#IBII*ttA»Lfc. «® * L fc 
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B8M : ^oa*;i/i-y ^;-;i/-jg7yt^7* (6 0 : 
5 1 : 0. 1 ) ) C TSIS LX I * ;i/ - V ;i/ - 1 1 - * * V - 8, 9 

-7yt}*niUn?OyA 6, 9-^$fr*-;i/(ffc 
£$fc)2 5 ) 0fifef0* 1 3 9 mg (ft$6 5 %) *fffc. 
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(H*fefll2 3 ) 

ft 2 4 ( 4 2 8 nig ) £ / * J - )l< 7 C $ff I „ ->M V 

7' n f;n f ^ 7 9 0 ng*'<); a V / n f;M. 1 
6 g5liT6 0 'C (ZX 5 B Ril S A/ L /c » 

(J£6B$& : ^ dd*;^-^/-^-^?^?-?* (1 
0 0 : 1 : 0. 1 ) ] 13 X f&g I X 4 V r a f ;i/ - y ;u - 1 1 - 
10 *+V-8, 9-7yb FmijxntOyA 6,9-^ 

(ft&!fcl2 6 ) ©efel8*2 9 Omg (iR$6 4%) 




it&®2 6 

(HJfeflj2 4 ] 

ft£!ftj 2 3 ( 3 8 3 nig) £ ? n n 4 nlUligjgU 7* o 

X;u+';u7'n $ K0. 3 4 rf£ Jm?LT2flC T 6 H IBI » tt ,4, L fc . 
25 El&«ttl8&»*Lfc8U i-r^*JnAT4Ufctk**ttiB 
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29 

(10 : 1 :0. 1) ) C T »S L T 1 1 - * * V - 8 . 9-7 
yt FDiUo70yA 6, 9 - ^ § *r 9 - 7* a ^ 
5 +';i/7'o $ K (ft^ft 2 7 ) ©Gfe$*2 5 1 mg (JR*5 6 %) 




ft£«U2 7 

15 

(HM25) 

4 (3 0 Omg) £ J ? ; - )U b BllzWfRL, V 4 7 7' 
DtJHf*7l y 5 9 7 ng& <k 3 - £ n d - l - 7' -T y 4 
5 6 ing^jUn^T 6 0 t CT 4 0 HI8U*ttA,Lfc. SMttM 
20 HLfci ^oD*jPi-cS«U **«klFfi»AS*7i!fe 

( 2 0 0 : 1 : 0. 1 ) ) C T ftS L t(3 - 7* r X - 2 - A » ) 
25 -y^-1 2 - 0 - * * ;u - 1 1 - * * V - 8 . 9 - 7 V k K 
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10 



15 



20 



30 

u x *) <i >> y A 6. 9 - ^ $ >t * - * (fc£$3 2 8 ) 

®SfeS0*8 lag («* 2 5%) £»fc. 



MeO 




OMe 



tt£fe2 8 

(HSi!i0]2 6 ) 

4 (300*)*7*F-h»JH'5rfCiSl»L. SM 
V 7* d tf ;i/ x * ;i/7 $ y 5 4 3 ag& <fc h 'J 7 )\>* n > * y * 
2 - ( 1 . 3 - V 7 d 7' o £ ;i/ ) 4 2 3 mg £ 
%tl7L 5 0 tCT3 0#IS!8Sl*A,Lfc. 5l£«tti8J£S* Lfc 

: ^ ou*fl/A->;;-fl/-i7yti7* (2 5 0 
: 1 :0. 1) ) iZX^UlX (1, 3 - •>* 7 o - 2 - 7* n 
t:;i/) 2-0-/f jp- 1 l - * * v - 8 , 9-7 

2 9 ) ©Sfeffl* 1 6 7 mg (M5 0 %) £if fc. 



25 
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31 



5 




tt&fe 2 9 

10 

f.nmw2 7 ) 

it&%)4 (2 0 0 mg ) £ V / 9 /i/* 7 \ Y 5 at IZifeM L, 
£/ <f V 7' o f ;i/x * JU 7 § y 3 6 2 agx 1 -7'at-2-7^ 
it ax? y 1. 0 g fccktfJ; oft* h 'J $ i» 4 2 0 mg £ 8n a. T 
15 8 0 t KT 1 1 ^ ISI f5g » A, b fc. 5l£Mftg?x*;i'T?&$U 

-;b-ig7y*i77k (250 : 1 :0. 1) ) C T ft Sg L T 2 
20 -7Ji/*nxf-jl/-^JU-12-0->f-A/-l 1 - * * V - 
8. 9-7ykFniUa70yA 6, 9 - ^ $ >r * - 
^ (it&%) 3 0 ) ©Gfet9* 1 3 3 ag («R$6 3%) £i#7t. 
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fc**3 0 



10 (Sftffl2 8) 

<t£Vl4 ( 2 5 Omg) * j -n, 4 rfCJSJBL. ^dt 1 
*y>V0. llrffc«fctfS/7y**fca$**HJ$2.53«g* 

0. 1) ) C T ft IS L T 5/ ? a 7' * )i> - J )V - l 2-0-/*- ;u 
- 1 1 - * * 7 - 8 , 9-7Xt FniUa70yA 
20 6. 9 -^Sfr*-* (fli£«j3 1 ) 0fift»*l 9 2« (JR 

£7 1 % ) * » fc . 
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ft£«3 3 1 

10 

inmm2 9 ) 

it&%) 4 ( 3 5 0 ng) £ / ? J - ;P 6 silzWML, > 9 n ^ 
y 9 J V 0. 1 9 *is*Xfi/7J ** h 'J 7 4 ng 

15 * BD*;i/i*T**iU *fc£tffift*tt*Tft£Lfc. CI 0 

? n d *;i/i.$ftgJK*iSK4- h U 

^:^DD*;i/i,-^^y-;i/-j|gTy^^77k (150 : 1 
: 0. 1) ) IZZft&LZ <> t J )\> - 1 2-0- t 

20 f-ii/-ll-* + V- 8. 9-7ykKnxV^ov-fS/yA 

6, 9 -'n***-* (fc£fe3 2 ) ©efet8* 2 5 0 «g (tt 
$6 5%) ^i/: e 
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tt&<fej3 2 

10 

(SttfflS 0 ) 

<IG% 4 ( 2 7 8 «)*^y-*6rfC»*U TF7fc 
5 V - 3 - *V \ 4 4 ng& <fc •> 7 / TkSfc « ? 31 * h 

( 1 5 0 : 1 : 0. 1 ) ) CTftSSLT 3-fHtf'D7 7 i 

20 2-0-^^-1 l - * * v - 8 . 9 - 7 y t 

Pniij7n7^>yA 6. 9-^^^-^ (jt^l3 3) 
©Sfefft* 1 7 7 ng («* 5 8 %) *f§fc. 
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it&QlS 3 

10 

csiftws i ) 

it&V) A ( 2 0 Omg) *t 9 J -;i/5 «2£ifj!?U r^k 
Fnft7xy-3-*^ 2 4 6 ng& «fc •> 7 y TkStt « -5 S 
* F «J $ A 8 4 «g£j!m;iTSifiCT-Hia£ttA,Lfc. EM 

7kT'&&Lfco C©^n n * )V J* jg£ £ M 7k«5$ f h 'J 5 i» T 

~ 7 * (230 : 1 : 0. 1 ) ) Cri(SU3-fh7tFD 
20 f*7*i^-y^-l 2-0-/f;P-l 1 - * * V - 8 . 

9-7Vb FniUn70VA 6, 9-^5**-^ 
(^t^ft 3 4 ) OSfeia* 1 4 6 og («$ 6 5 %) £f#fc„ 
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tt£«5 3 4 

10 

(XlkMS 2 ) 

ft£fe4 ( 4 7 8 Bg) £/ 9 J -lb 1 0 rfCigjffU 1 - ^ 
y X t Y 'J ;p 7 *' * V V - 3 - * V 6 8 2 m g <fc •> 7 / 7k 
*flS« h U * J» 1 0 1 fflg^Jn^-r^S^X — ©feggtt/^ L 

15 fc. gfc«ttBHS*Lfc&x ^n*;Uft^U **«fc 

««*®*Lfc. V 
/^n7^77^ - ( KM$f£ : f n o&n,j* - / f ; -n, 
-$g7y*~77k(250 : 1 : 0. 1 ) ) £TflSgLT ( 1 - 
20 V X t K 'J Jl> - 3 - 7 ** f - - ^ ) -7^-12-0-^ 

;i/-l 1 - * * V - 8 , 9-7ytFmUn70yA 
6. 9-^***-* (fls£*8 5) ©6fet8* 6 6 7 « (« 
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5 



10 




ft** 3 5 



(fgJfcfflS 3 ) 

tt£!&9 3 5 ( 2 3 5 ng) 6 liifeffl L> A'-^y«I 

15 5 0 w*jD?LT**a«T. SfiCT-ftSttUfc. 

* v$ftgtt*8K* FHi-CglU i?l*g$Lfc. ft 

20 o*;H>->*,'-/l/-S71' ; t.5.7*(10 : 1 : 0. 1 ) ) 

E T»8 L T 3 - 7 ** * S?^ fl> - - 1 * - 1 

1 - * * y - 8 , 9-7ybKDxyxov-f«>yA6. 9 - 
(tt&«3 3 6 ) CD£fe$;fc8 7 mg 1 %) 
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10 



(Hft«3 4 ) 

fc£ft4 ( 2 5 Ong) 9J -^5 rfC»JBU 3-** 
•fe * / y 2 0 0 «g*cktf'>7M*fl:ii^*t F 'J $ J. 5 3 og 

^sn^TMSK:T2 surajna^Lfc. sis* Lfc 

L tc o & b *itz%&£ * V * ¥ n> 9 v-7 }■ ? $ 7 < - [ 1 
B3M : ^ on*ji/i,-^;-*-a7yti7* (1 50 
: 1 : 0. 1) ) £T«SSLT3-:**-fe*~;i/-/Jl>-l 2 - 
20 O-^^-l 1-^*7-8, 9-7ykKnx«J^o-7W 
•>^A 6. 9 (ft£»3 7 ) Ofiftffl* 1 2 

Ong («4 4 %) 
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tt£«3 3 7 

10 



(H850H3 5 ) 

ft&$5 4 ( 2 0 5ng) £7* f- ~ h 'J )V h rfKigjKU V 4 
V 7* n f ;i/ x 3- )V 7 % V 2 9 7 mg <fc h V 7 ;p * n ^ ^ y x 
^7*y&2. 2. 2 - h V 6 5 0 mg £ j&n * T 

is 5 o t cT-MH^Lfc. mme^i/^i *nn 
*^M£*7kiig$* h y n-r^HL, Lfc. 

nn^^^-^^y-^-jgTyt^TTk (200 : 1 : 0. 1) ) 
20 CTftSLT2, 2. 2 - Y 'J 7 n x * ;p - y ;u - 1 2 - 
0 - / 1 1 - * * V - 8 . 9-7VtKax'Jxov^ 

>>yA 6. (ft^l!3 8) 066S*1 3 

2 mg ( JR $ 5 7 % ) £ n it . 
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it&«3 3 8 

10 

{nmws 6 ) 

ft^ft 4 (3 0 Onig) £;< *y - ;i>7 fli£^^!5? £M 7 7* 
Df;n?;i/7^ 5 4 3 ng& «); 2 - a - K 7' * y 3. 0 9 g 
^jUn^-T 6 0 -CKT 4 BIBmtt//Lfc. Lfc 

g£Lfc. fc&ftfcBB** 'J a v h ?y 7 a - (K 

Mftig : ^nn^^i.-^^y-^-jiyy^-TTK (1 5 0 
: 1 : 0. 1 ) ) CTftSLT 2 - JU- 1 2 - 0 - > 

20 5- ;u -11-^+7-8. 9-7ytFDi'Jxn7-f{/yA 
6. S-'n^^p^-iu (ft^ftS 9) 06fett*6 8w («* 
2 0%) £ 8 fc. 
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ft^ftS 9 

10 

(HJfc09 3 7 ) 

ft^ft4 ( 2 0 0 ag) ^ J - )l> 4 L, C'a>7 

k F0.2 6 «£fc<fc i/7 J *3ltt« ^ft MJ -^A8 4ng 

15 sadatsskt 4 oniBRw^Lfc. sMtiM©£L*: 

BBM : ^DO**A-^;-Jl/-l7yti7* (2 0 0 
20 : 1 : 0. 1 ) ) C TttK L T 2 . 2 - V t * n> 7* a £ /l/ - y * 

-12-0->^;i/-l 1 - * * V - 8 . 9-7Vk roi"J 
Xdv^^A 6. 9 - ^ § V 9 -to Ml&fy 4 0 ) ©fife 
1 2 8 mg («* 5 8 %) £f»fc. 
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tt£«5 4 0 



io inmw 3 8 ) 

it&fy 4 ( 2 5 0 «) *7* h - * 6 MCfSflU •>* 4 
yrnKJi/if*?? ^ 4 5 2 «fc N - ( 2 - 7' a * x * 
;p) 7 * >M $ K 2. 8 4 g £ tin a. T 5 OTCT-BRW^Lfc. 

D v h j?' 7 7 4 - (MM : ^n*/K-y?/-)b-g 
7 y * ~ 7 7k ( 1 0 0 : 1 : 0. 1 ) ) K T «» L T 2 - ( N - 
7 * ;M $ K) x ? ;i/ - y ;i/ - l 2-0->^^-l l - * * 
20 7 -8. 9 -7 ykFniUn'OyA 6. 9 - ^ $ 7" 

(ft£ft4 1 ) 06618*1 90mg(M6 1%)£i# 

fc. 

it^ifel 4 1 (190«)*>^y-^3rfC»lfl/x 4 0% 
y $ y-> 9 J l «8*JniTSiBK:T 2 $181 ft 



WO 93/24509 PCT/JP93/00702 

43 

U * V** n v h ^ 7 7 >f - (MM : ^ DD*;i/i-^ 
y-;i/-jg7y*~7;k (15 : 1 : 0. 1 ) ) C T «S5 L T 2 
5 -7Uif - 1 ^-1 1 - * * V - 8 . 

(fc6«M 2 ) ©B^tt* 1 1 4 mg (M 7 0 %) 



10 



15 




ft**4 2 

(H&0J3 9 ) 

^L^lB 4 ( 2 0 0 mg) £7* h - HJ 1U5 rfC»fl?U $M 
y 7* a £ ;u x ^ ;i/ 7 $ y 3 6 2 ng& «k a - ? a a 7 * Y V 1 
20 7 7 ■g*im*.TMK:T-RSW^l/fc. 5JMtti§£@£ t 

d©? d n*;u-AM£**7R8ggS* h 'J $ J»T8fcU $fig£ 

T^?§^:^aa*^^-^^^-^-ilg7y ; E-77K (6 0 : 
25 1 : 0. 1 ) ) £T*tS3 L X 2 - * * V 7' a - J ju - l 2 - 
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44 

0 - J 1 1 - * * V - 8 . miUnv^ 

6, 9 -^S**-* UL&%|4 3 ) OSfefS* 1 9 
6mg (M9 1 %) £f§/c. 




<L£>fe)4 3 

(^Sfe^J4 0 J 

15 ilGtoi 3 ( 1 7 5ng) <D/ ? J - )V 3 «fi^« C % #fcT\ 

it h y 3.0 mg^Jra^s M£T7i$iaR#L 

20 ;u^nvh^77^f - ( IBBSfiE : ^ o o * ;p i» - > ^ y - ;i/ 
-^Ty^-TTk (70 : 1 : 0. 1 ) ) CTff»LT2-kK 
D + ->7'Db*;u-y;b-l 2-0-^t;u-l 1 - * 4 V - 8 , 
9-7^t roi'J ^DvO^A 6, 9-^^-y^-^ 
(fc£*J 4 4 ) ©efetfl* 1 3 2 mg (JR¥7 5 %) *ftfc. 



25 
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10 

mm®* i ) 

ft 4 (1 9 1«) *7* FiMi*4rf4^;-*4 
«ne t3 ?tJS? L > J?-fyroe*if*7? ^ 3 4 6 ng& £ 2 - 
15 ^onyt F7U'7 S 0«*JDAT5 Ot t3 *T — ?fe !Sg A/ L 

it. L*H» ^od**a?|RL, 

;p^ov ^77-( - ( SB9$ft : 9 wbtoJ* - t 9 J -to 
20 -«7 y*^77k ( 6 0 : 1 : 0. 1 ) 1 CtHSLT**^ 

<itot*to-Jto-\2-0-**to- \ 1 - * * V - 8 . 9 
-7VkKBX»J^B-7^>yA 6, 9-^5**-;MflS 
4 5 ) OSfeia* 1 4 1 mg («6 8 %) 



25 
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ffc£*4 5 

10 



(HMJ4 2 ) 

it&fy 4 ( 6 0 5 mg ) £ •>* > * )V * ;i/ i> 7 $ K 6 C 8 IB U 
£/* <{ vrnfiUfil'T^ V 1. 0 9 g & <£ CM 7 7* *■ /P 7' n $ 
15 K 3. 4 8 g £flD;lT 5 0 t C T - 0 HJIti^ L fc. 

7 4- (KBB$I£ : ?DD**i->^-Jl/-|7yU7 
20 7K ( 3 0 0 : 1 : 0 ) ) ZZH&lt 4 V 7 * to - / n> - 1 2 
- 0 - t * )U - 1 1 - * * V - 8 . 9-7yfcKnx»J*nv 

4*yA 6. 9 (fc&%4 6 ) ©e fete* 3 

1 0 mg (JR*4 7 %) 



25 
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47 
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5 




fc£»4 6 

10 

($2fcffl 4 3 ) 

fc&ifcl 1 3 {2 0 Qk) 9 S - frmzftMLs a, a' 
- V 7 fr± v7 * b V 3 8 4 «is «k •> 7 y ** flS « 3 * * h 
15 y$i>18 0ng£SllJLTgfiK:?--B18!fl&ttA,Lfc. 5M« 

20 T 7k ( 2 5 0 : 1 : 0. 1 ) ) C Tftt? L T ( 1 , 3 - V 7 A>* 

o - 2 - 7* d f ;i/ ) - «>V ;u -12-0-^^^-1 1 - * * 
V - 8 . 9-7yt Kniy^nT-f S^yA 6, 

UL£*M 7 ) ©fifetA* 1 4 3 mg («* 6 4 %) 

ft. 

25 



WO 93/24509 PCT/JP93/00702 




ft£*M 7 

10 



fli^ft 1 3 (4 00w)£j»*y-*10rfK:»jBU 3- 
^ y * / X4 9 2 «*«ktf *7 y *3lft« 0 

68$ ft : ^Dn*^i-^;-^-i?yti7* (7 5 : 
1 : 0. 1 ) ) CTHSl/TS-^yf^-J/V^-l 2-0- 
20 l-t + 7-B, 9-7ykfaiUn7-(>>y 

A 6. 9 $ >r*-;b (ft£$M 8 ) ©fifetS* 1 9 4 og 
(«sp 4 4%) *8fc. 
ft£ft 4 8 ( 1 9 4 ig) *7* h ~ HJ *6 rfCSJff U * 
ibiT^ft Y Wi 2 1 6 ngfc <fc tf •> 7 J 7k t ft « r> M f h V +> 
25 i»4 0mg> $ &C»8-W*1)II*.TSSk:T 1 l*|8!R8^Lfc. 



WO 93/24509 PCT/JP93/00702 

49 

5 7 5/fi7* (150:1 : 0. 1) ) -^Xf 

)\s-J)i>-l2-0-t*n>- \ 1 - * * V - 8 . 9 - 7 y t 
!•' d i ij 7 n 7 -f •> y A 6, 9 - *n $ y * -;i> ( -f fc 4 9 ) 
©a&i9*l 5 4ng (**7 8%) 




4 9 



(XlkW4 5 ) 

20 13 ( 5 0 Offlg) * ^ ;i/*;i/A7 S K 5 MtzftM 

L> S? 4 V 7'n fiH?-;i/7 ^4 6 1 «ktf 1 . 5 - * 7* 

ot^y^u g £fln;LT 5 otcT-RSttA/Lfc. 
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v7 a - (10fl$ffi : 9 a v * to J> - J ? J - to - fe7 V 
* ~ 7 * (300 : 1 : 0) ) C X *t g L T r ( f* ;< * ;i> 7 $ 
y ) - 3' - f ^ «J •>* y - 1 2 - 0 - / * to - 1 1 - * 4 V - 
8. roi'ixnvOXA 6, 

5 * (ft #19 5 0 ) ©Gfet9£l 8 4 ng (M3 3%) £i!/c e 




fli^ft 5 0 

4 6 ) 

<t&%) 1 3 ( 4 0 0 og) £ V t *to*toJ>7 % K 5 a££$jg 
U 4 V 7*o f;i/x^;i/7 $ y 3 6 9 mgfccfctf 1 , 4 - :>* 7' 
20 n * 7* * y 1. 8 5 g * Jm & T 5 0 t C ? - RS tt L fc . gjfc 

* n n *MT**U * <£ & fa & 

^77-( - (MM :?nn*j|/i-^;-Jb-i7y 
25 * s. 7 7K ( 6 0 : 1 : 0. 1 ) ) C T ffiSS L T f ( •>* ^ f- to 7 \ 
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J) - 3 ' - tDij^y-n-0-/f;i/-l 1-^*V- 
8, 9-7HFaiUav^>yA 6, 9 - ^ $ >r * - 
* 5 1 ) OfifetS* 1 2 4 mg (iR$ 2 9 %) 



10 




tt&!fel5 1 



15 (X1HI4 7) 

{l&mz 2 ( 5 0 0 mg) 9 J -fl> 1 0 m2 tC jg 8? I N 
7yf^n5 3 1 «iJ «fc * 7 >> * Jfcfc « $ * * h V * A 8 

69$iE : ^DO*il'i-^y-;i'-i87^i7* (4 0 : 
1 : 0. 1 ) ) C T *t§3 L Z 4 * - r * * •> - 4 " - 7 $ - 1 
2-O-^f-^-l 1 - * * V - 8 . 9 - 7 y t K n i n a 
25 6. 9 $ * - ;i/ (ft^ft 5 2 ) OfifetS* 
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ft£«j5 2 

10 



mrnvu 8 ) 

it&V)2 2 ( 2 0 0 «)«^;-*1 OdKigJBU b K 

D**;i/7$y£®£96ng£jto;iT£&KT-Hra£tt^ 
fc. 5a>*tt*«B*t/fcft. ^dd^U'IJIU 

F'jnt'g^L> M£®£Lfc, »&ftfcsaE*->y *v* 

-?g7y*~77k (40 : 1 : 0. 1) ) C T ft S L T 4 ' - r 
* * - 4 " - 2-0-^^-1 1 - * * V 

20 -8, 9-7ykKnxyan-74S/yA 6, 9 - ^ $ >r 

(ft^ft 5 3 ) ©Gfe$* 1 0 9mg (iR^5 3%) *^#/c 0 



25 
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fc£»5 3 

(Htt«4 9 ) 

10 il&fyll 4 (4. 9 0g)*l. 2->;;nni^8 Orii 

$ C n Tk&Tx •>* ^ f- *7 5 J f ij y 8. 5 g £ y $? * 
is * ju $ s. )\, * a y K 8. 0 ttZMZ.. * 1 HHIJI#Lfc 

fifiT* €»C 1 9SI8UlBLfc. 5fc«K*4JD*. 

15 * yj8«*»f*«Kt h 'J ntttlL, fg&fcSitfc. ft 

n*;i/i.-^^y-;P-^7y ; t^77k (7 0 : 1 : 0) ) C 
T»Bl/TN-f^*-2' - 0, 4" - 0, 3' - N - Y 
'J 7. ( ^ y >>* ;i> * * > * )\y ** - ;u ) - l 1 - * 4- v - 8 , 9 - 

20 7 ytfninnv^«>yA 6 , 9 - ^ 5 h 9 - ( 
ft5 4) ©&fe*8*l. 3 8 g («* 1 8%) £ftfc. 

5 4 ( 6 0 0 ng ) 0-^?;i/*iH7^ K 1 0 at Sift 
Cs *»T. + Min3 3mg£ftn;ifc. 1 5 tifilftW 

tts £ 0 8 5 ^^JD^T 1 HKIRBLfc. EM 

25 £®*D£g*7k£* h 'J $ 2» 7k £ 2JD s. v KKx^;bT'aaj Lfco 
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54 

^-«|7y*~77K (1 00 : 1 : 0) ) ClffigLT N -f 
5 / * * - 2 ' - 0, 4 ' - 0 . 3' -N-hVX(^y^/u* 

- l 2-o-if;i/-i l - * * v - 8 . 9 
-THFoinD^oyA 6, 9-^$^^-;i/(^ 
^ft 5 5 ) ©SfelS* 305ng(iR$53%)£flfc. 
tt&«0 5 5 ( 3 0 0 mg) ©i * y -^8 rtftfolZ, 1 0%a* 
10 5->'ntl5 Orng^iJD^T. **ft«T. $flCT-R8!# 

L/C. *00"&s Jh^AT^f b 2 2 8 nig £ JjD a. T ^ ** 

15 0. 1) ) CTH81/T1 2-O-if^-l 1 - * * V - 8 , 

9 - 7 V b K a i >; ^ n -7 A i/ y A 6, 9-^§^r^-;i/ 
(fc£«J 5 6 ) 1 4 6 mg (iR$ 7 4 %) £{§fc. 
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(XJMI5 0 } 

it&%)5 4 (2 1 9mg) f-;u*;ui,7 $ K 3 ra£Mlc\ 

tK^T> F «J *> A 1 2 mg^Jn^/c. 1 5 aiHlSftfcx 

^y v/';u7'n $ K 0. 0 4 7 dfcflnAT 1 HI8IS#Lfc. MM 

y ( 1 : 2 ) ) CTH8l/TN-f>ffl/- 2 ' - 0, 4 " - 
10 0 , 3 ' -N - MX ( * y 9 )\> * * > * )\> ** s. )V ) -12- 
O-^yi?^- 1 1 - * * V - 8 , 9-7ytrnjij;n7 
O^A 6. 9 -^5**-* (fli6*5 7 ) ©B6i8*l 
7 9 mg (M7 5 %) 
tt&ifel 5 7 (17 5mg)©x*,'-;Mial>M{c\ 1 0 %A 
15 7 S>$i»K* 2 7 ■g^Jfl^T, **&iSTs SiBCT-IRStf 
Itz, t Kffi 7 1 mg £ flD a. T , 

ffiiTs $ &c 8 3l3lft# L/c„ Efc«£«iBU M^BSL 

: £nn*;i/2»-;t - jg7y*~77k (7 0 : 1 : 

20 0. 1 ) ) CT^itl 1 2 - 0 -*5 y «>*JU- 1 1 - ** 7 - 8 . 
9-?yk FniUnTOyA 6, 9-^$<y^-;u 
(ft^ft 5 8 ) ©Sfetfl* 1 2 1 ng *(*fc. 



25 
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it&%}5 8 



10 interns i ) 

<t£V) 5 4 ( 2 6 4 mg) <Di? J ?to*)UJ> 7 $ K 3 
tK$T> TkSHfc* HJ 1 9 mg^Jnxfco 1 5 ^TaUim 
iHn-^o t*;P0. 0 7 0 ffle^Jn^T 2 ftffi&ftLtz. 5iS 

y (1 : 2) ) CTt»tTN-f / * to - 2 ' - 0, 4" - 
0 . 3 ' - N - M X ( y •>* to * * * to ** - ;u ) -12- 
20 0-7*ntr;u-ll-**y-8, 9-7^t FbiUo? 
O^A 6, 9 -'N^^p^-iU (it^«9 5 9 ) ©fifetd*l 
3 3 mg (« 4 8%) *f§fc. 
ifc&ifel 59 (133mg)©x^/-;u4 n&ifemz. 1 0 %/< 

25 Itz. *toJ*7 to? t YW. 9 6 ng £ jjn *. T v 
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:^aa*;pi,->^/-;i/-jg7i/t^7^ (70 : 1 : 
0. 1) ) £ T L T 1 2-0-7 , nf;i/-l 1 - * * V - 8 , 
5 9-7VtpniUn7^>yA 6, 9-^$^^-;u 

(ft^»6 0 ) ©fifef8*8 Ong (iR$9 1 %) *ftfc. 




fc6*6 0 

15 



5-2 ) 

ft&Sfcl 6 (ia5g) O^^nn^yTflrfSKc, £ y 
5? y 4. 5 ri£J;0j|g;kftB2. 6 fflfi£jD?U £&£T 2 $|g|ft$ 
bit. &J&tt£tt?D&tt;kS* F 'J * A S?* a 
20 ^-CiHSLfc, n uj y$ft£ft;k«K* h 'J «& 

0 : 1) ) {:tigtt'(y7'nk , ^-;;u-2' - 0- 7-fe 
f^-l 2-0-^^-1 1 - * * V - 8 . 9 - 7 y t K n 
25 lUD^^v/VA 6. 9 - ^ $ * * -;b (^b^l5 6 1 ) C» 
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6fet9*8. 5 g («K$ 7 6 %) 
(Sllliff 5 3 ) 

ft£$5 61 (8. 5g) O^no^yiO 7/ 
^ ;i/ 7 5 / f 'J •>* y 5. 2 0 g i 1 , 1 ' - 5- * * ;u # ~ ;i> •>* 4 
5 $ ^'/-/UR 3 3 g SJjDa.?. ifiCT3 BEUSmLfc. SIS 
IRCl7yti7*3M41lliTl 5 ftHSftSU V 0 a a y 

* >> y * n -7 y y y-? a - (iraiiJI : ^dd**a- 

10 > * y - ;b ( 4 o 0 : 1 ) ) C TfUSS L T 4 V 7 n f ;b - y ;i/ 
- 2 ' -0-7*^^-4* - 0 - * * ;i/ *• a ;u -f $ ? •/ y 
^-1 2-0-^;i/-l l - it * v - 8 . B - 7 yt yax 
Un^OVA 6, 9 -^S4r*-;u 2 ) ©e 

feffl*7. 5 0 g (JR$7 7 %) £f*fc. 

15 tt&fe 6 2 ( 3 5 Oik) v h 9 7 * - /U X X k K 'J K 2 4 3 

mg cfc or . or ' - 7 •/ k'.a ( 4 V 7' * n i h ij ;u ) 1 3 mg CD 

Mn^Miiu srairaJftlfcLfc. SMuM^igzk 

20 ftfcafc* •> y *>r o v h ^7 7 a - (£H$*g : gt&x 

* ;t/ - * y (1 : 2) ) C T HIS L T 4 7 7 a k* )U - J )U 
-2' -0-7-fe*;i/-4* -f^*'>-l 2-0-y*;i>- 
1 1 - * * V - 8 , 9-7nFQl')XD7^yA 6. 
9-^S**-;i/ 6 3 ) ©Bfeffl* 1 5 6 mg (JR$ 5 

25 2 %) *»fc. 
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it&fy 6 3 ( 1 5 3 «) O^Z-Jl'Srfi^^BD/^y 
0. 5 ■££ jB^T?fjj?L> jttltlgiS*** MJ^*0.3 M^JUp 

* ~ 7 * (1 00 : 1 :0. 1) ) CTHIl/T-f vrot*- 
J )V - 4 ' -* f **'>-12-0-;»*JI/-l 1 - * * 7 - 8 , 
9-7ytrniUD70yA 6, 9 >U 
10 (ft^ft6 4 ) ©fi&ffl*! 2 9 Bg (M8 9 %) *8fc. 



15 




ft^*6 4 

20 cuikffsn 

^t^ft 6 4 ( 3. 6 0 g ) fc«fcffftK* h 'J * A 2. 0 g 0 8 0 
%/ * J -to/% 7 0 5 5 t Cjnfi L> fcttA-TKs 

a 8 5 gfcftlAfc. COM? 1 BIHStfLfctf, 

®£ P H 8 - 9 £&&t Sfcfes 1 N*Kft* h ; J n* 
25 M£&f»L£. RiS«*«7y^ -7*3«e*tt'* 
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7 :/ * ~ 7 7k (1 5 : 1 :0. 1) ) C T » S L T r ( N - * 
5 ;iO - 4" - r * * •> -12-0-^^^-1 1 - * * V - 8 , 
9-7yfcKnx«jxnv4S/yA 6, 
(ft^*6 5 ) ©661817 1 2mg («R$2 1 %) 
it&Vi 6 5 ( 4 3 0 «) Oi^-JHO 4$ * JPi. 

7^ftKt 5 2 8 ngx 0. 0 7 0 wl& cfc 1 0 7 *>* $ 
10 Ar|9 0ng*Jn^T> TkS^flLT. ISCT 1 BMftLfc. 

^ 2» 7k £ ill >U * n n * y f ft L . d © •>* * n ti ,< * 
yM£&7k«S$* Hi $i>T'£$U 8«*»*Lfc. 

>> »J * y ;p ^ n -7 Y f 5 7 4 — (£BS$i£ : 0 a a 
15 *^i-^/-*-|B7y i £-7# (1 00 : 1 :0. 1) ) 

K T f&IS L T 4 " - r * * ^-12-0-/5-^-1 1-** 
V - 8 . 9-?yk FniUPv^yA 6, 9-^$^ 
(ft6*j6 6) 06611* 3 2 7 ag («*7 4 %) Z% 

ft. 

20 
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ft£«3 6 6 



10 CH!feW5 5) 

ft&t) 6 5 ( 2 7 8 ng) 9 J -to 5 n&lZ® jj| Ls SM V 
7* n tr ;u x * ;p 7 $ V 0. 5 6 d £ <fc «fc r> it x * >i> 0. 1 9 mi £ 

15 ^nB*fl/i8*$J|*8St h 'J ^T&JiU 

Hm : >? v n * ;i/ - J 9 J - to - & 7 y * ^7 (10 0 : 1 
: 0. 1 ) ) CTfc£3LTX*;i/-y;i/-4* - r * * •> - 1 2 
- 0 - S * to - 1 1 - * * V - 8 . 9-7VtKnx'J^n-7 
20 O^A 6, 9 $ h9-to Ul&V} 6 7 ) ©£fe$* 1 
4 9 mg (JR$ 5 1 %) £$fc. 



25 



WO 93/24509 
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it&fyS 7 



10 (XMIM5 6) 

tt&m 6 5 (59 1 mg) ^^^y-;H 0 «£C^P SM 
V7'nb'jn^;i/7^1.0 9 g^«kCf2 - a- K7'^ V6. 2 
3 g £flD;LTv 5 0*CCT4 BfSjSmLfc. t*$tt££ 

15 Lfc. CI©* nn*;i/i>jf«£jS*|SK* HJ $i>-C«SJ8U 

- ( 1 : ^DD*;K-^;-jl/ (4 0 0 : 1 ) ) K 
tSKLT2-7'f^-/;i'-4' - r * * * - 1 2-0-,! 
3-^-1 1 - * * V - 8 . 9-7ykrniUn7^>j'A 
20 6, 9 -^S»*-* (fc£*6 8) ©fife«*2 6 1* (« 
$4 0%) **fc. 



25 
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63 




it&V) 6 8 

10 

(XlfcflS 7 ) 

<k^ft6 ( 1 8 7«g) £7-7;u®2 8. 5mg£M;< *y 
0. 3 «2£i§ji¥U 'f V 7'a fc-;i/7;P3-;H. 0 atf^jDxTga 

15 . &tf*§ H B H©>f 7 7'n \£IU-J 1 2 - 0-> 1 1 

+ 7- 8, 9-7>-tFDJUD7<f->yA 6, 9-^5 
**-;t/7^;HIE-*»*J (ft^«5 6 9 ) 1 3 9«g**»fc. 
m. p. 1 3 5 - 1 3 7 ts jcttfifffit C„H,,NO„ S 
tftffi ( % ) : C 6 0. 6 3 . H 8. 8 4 . N 1. 6 8 USUI ( % ) 

20 : C 6 0. 6 7 , H 8. 7 8 . N 1. 7 1 



25 
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ftS^e 9 

10 (HMJ5 8) 

lk^«5 6 ( 1 0 0 mg) t 3 jsOWl 1 5. 6 mg£&|$,r * y 
0. 3 ■£ C $8? L . 'f V 7* n f 7 ;P 3 -;H. 0 «£ * 35n ?L T^S 

ct»iu gm^a****. *fajLfcisji*itBu fits 

»tt*6Ji©'f vrob'^-M-l 2 -0-> - 1 1 -* 
15 * 7 - 8 , 9-7VbKox»J^n-7-fS/yA 6. 9 - ^ $ 
* *-/l/3/N*&Jg ({t£$3 7 0) 2 6ing£*#/c. m. p. 
1 1 5 - 1 2 1 t 
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-h£HS60l] 1-58 -C»«»*lfcfc£fc2 ~ 70 (fiL, ft^ 
«324s 4 K 48s 5 4 > 55> 57, 5 9 > 6 1 - 6 3 & 
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